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Introduction 45 

Anti-p200 pemphigoid is a rare autoimmune subepidermal bullous disease characterized by 46 

autoantibodies to laminin γ1 (p200). A few rare cases of autoimmune bullous dermatoses, mainly 47 

bullous pemphigoid, have been reported following COVID-19 vaccination.1,2 Only one case of anti-48 

p200 pemphigoid postvaccination has been reported after a pneumococcal vaccination.3 We report a 49 

case of anti-p200 pemphigoid subsequent to COVID-19 vaccination. 50 

 51 

Case Report 52 

A 74-year-old man presented with sudden blisters of the extremities, hands, wrists, elbows, and feet, 53 

which appeared 48 hours after the second dose of the Moderna COVID-19 mRNA vaccine. A few 54 

vesicles located only on his wrists appeared 10 days after the first dose with spontaneous resolution. 55 

His medical history included eczema and glaucoma.  No additional treatment had been initiated. 56 

Physical examination revealed numerous tense and flaccid blisters on inflammatory skin, on 57 

the extremities (Figure 1A-D) and round erosion of the scrotum. Mucous membranes were unaffected. 58 

A local reaction site was also noted located at the injection area, with axillary lymphadenopathy. The 59 

patient did not have fever. 60 

Laboratory evaluation showed only discrete biological inflammatory syndrome with a CRP of 61 

44 mg/L without hyperleukocytosis. There was no hyper-eosinophilia. Histopathological examination 62 

showed subepidermal separation. Dermal infiltrate was composed of numerous eosinophils and few 63 

lymphocytes. Direct immunofluorescence revealed linear C3 and IgG deposition along the dermo 64 

epidermal junction (Figure 2). Indirect immunofluorescence of the patient sera on NaCl-split human 65 

skin showed IgG antibodies that were only bound to the dermal sides. Antibodies against BPAG-1, 66 

BPAG-2, and collagen VII were not detected by ELISA. Immunoblot analysis of human dermal 67 

extracts revealed IgG4 that recognized a 200-kDa band corresponding to anti-p200 antibodies (Figure 68 

3). A diagnosis of anti-p200 pemphigoid was established. The workup results for malignancy and for 69 

other autoimmune diseases conducted by a computed tomographic scan and laboratory test were 70 

negative. 71 
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The patient was initially treated with topical corticosteroids by Clobetasol propionate 0,05% 72 

cream with a transient effect. New lesions appeared during the decrease in topical corticosteroids. 73 

Colchicine (1 mg/day) and daily application of a topical corticosteroid led to a significant 74 

improvement after a delay of 15 days. Colchicine was stopped after 2 months because of hepatic 75 

cholestasis, and the use frequency of the topical corticosteroid was decreased over 4 months. 76 

Remission was sustained for 6 months after the treatment. 77 

 78 

Discussion 79 

A broad spectrum of cutaneous adverse events has been described after mRNA COVID-19 80 

vaccination, including subepidermal bullous disease such as bullous pemphigoid (BP). The most 81 

frequently reported adverse effects were local injection site reactions, urticaria, morbilliform rashes, 82 

and pityriasis rosea-like reactions.2,4 It seems that after the second dose, less than 50% relapse.5 83 

Some cases of BP following COVID-19 vaccination have been described recently, 84 

highlighting the potential triggering role of the mRNA COVID-19 vaccine in autoimmune 85 

subepidermal bullous disease initiation. Our anti-p200 pemphigoid case seems to be different from 86 

other BP cases not only by these features but also by its evolution. Indeed, the majority of described 87 

BP following COVID-19 vaccination began after the second dose with a median onset on Day 7.1 In 88 

our clinical case, we noticed the first eruption 10 days after the first dose, with a more intense and 89 

rapid relapse after the second dose, and remission after 6 months, corresponding with a decrease in 90 

COVID-19-specific antibodies following immunization. The close temporal relationship between 91 

vaccination and the onset of anti-p200 pemphigoid in our patient reinforced the potential triggering 92 

role of the COVID-19 vaccine. 93 

We suggest that vaccination may be the triggering factor of autoimmune subepidermal bullous 94 

diseases by stimulating the immune system with an unexplained mechanism. Indeed, vaccination could 95 

unmask subclinical disease defined by the presence of antibodies before clinical symptoms6 through 96 

the immunostimulatory process of the vaccine and initiate rapid lesions after the first dose. In patients 97 

with more delayed kinetics, it could reflect a period of antibody production. COVID-19 vaccination is 98 

the first use of mRNA vaccines in humans and additional studies will be needed to understand the 99 
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potential role of COVID-19 vaccination in initiating the development of autoimmune subepidermal 100 

bullous diseases. 101 

Epidermolysis bullosa acquisita should be considered in the differential diagnosis, which was 102 

ruled out thanks to immunoblot and by lack of autoantibodies targeting type VII collagen. The 103 

diagnosis of anti-p200 pemphigoid can be challenging, as it shares clinical and histopathologic 104 

characteristics with other blistering diseases. Some cases of anti-p200 pemphigoid closely looked like 105 

epidermolysis bullosa acquisita, with lesions on extremities. Mucosal involvement was also described. 106 

Patients are younger than those with bullous pemphigoid. Detection of autoantibodies recognizing a 107 

200-kD protein by immunoblotting of human dermal extract, corresponding to laminin γ1, confirmed 108 

the diagnosis.7 109 

Of the 12 cases of bullous eruption following COVID-19 vaccination described by Tomayko 110 

et al.,1 3 had negative immunologic testing. Nevertheless, detection of anti-p200 antibodies was not 111 

performed, possibly underestimating the cases of anti-p200 pemphigoid, as it resembles bullous 112 

pemphigoid. Specific research on the anti-p200 antibody must be realized to avoid being unware of the 113 

diagnosis of anti-p200 pemphigoid. 114 

In this same series of 12 patients reported by Tomayko et al.,1 the clinical course was variable. 115 

The authors suggest that these different developments may reflect different pathophysiological 116 

mechanisms: BP-like disease and BP unmasked by vaccination, which require stronger treatment. 117 

Anti-p200 pemphigoid is usually a chronic disease, with a more severe and relapsing course 118 

than BP despite the use of systemic treatment.3,7 In our case, systemic treatment with colchicine was 119 

required, combined with a topical corticosteroid due to the recurrent course. Complete remission was 120 

obtained for 6 months despite the discontinuation of colchicine after 2 months of treatment due to the 121 

appearance of hepatitis cholestasis. 122 

Cases of disease flare were described following vaccination during a period of remission in 123 

patients with BP.8 In our case, a worsening of the lesions appeared after the second dose.  124 

 125 
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In conclusion, this rare autoimmune bullous disease can be induced or revealed by the 126 

Moderna COVID-19 mRNA vaccine. For this specific patient, another dose of the vaccine may be 127 

accompanied by a risk of relapse of the dermatosis. The risk-benefit ratio must be carefully assessed 128 

with the patient.8,9 129 

 130 
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Figure legends 164 

 165 

Figure 1. Clinical features of the wrist (A-B), lateral side of the fingers (C), and elbow (D). 166 

 167 

Figure 2. Histopathological findings. A: Subepidermal blistering with dermal infiltrate with numerous 168 

eosinophils. Haematoxylin-eosine stained section. B: Immunofluorescence direct. 169 

 170 

Figure 3. A: Indirect immunofluorescence using salt-split skin showed bound immunoglobulin IgG on 171 

the dermal side. B: Immunoblotting with dermal extracts confirmed that the patient’s IgG 172 

autoantibodies reacted with a 200-kDa protein. 173 
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